Background: Iron-based phosphate binders are widely used in hemodialysis, to avoid the increased mortality associated with high serum phosphate in dialysis patients. However, comparative studies on the effects of phosphate binders are currently limited. In the present study, a comparative analysis of ferric citrate (FC), sucroferric oxyhydroxide (SF), and lanthanum carbonate (LC) was performed to assess their primary phosphate-binding and secondary iron uptake capacities. Methods: Patients on maintenance hemodialysis visit our group clinics regularly. The FC, SF, and LC groups comprised 101, 82, and 126 patients, respectively. Subjects were observed from December 2015 to April 2016 (5 months). Serum phosphate levels and other markers were measured in the three medication groups, and changes in phosphate levels and other clinical markers were compared. A drug treatment was considered to be effective if the serum phosphate levels of the patient decreased from baseline in each of the drugs. We evaluated the phosphate-binding capacity compared with each drug using a mixed effect model, for adjusted repeated measured analysis. Results: SF showed higher phosphate-binding capacity than FC and LC. FC, SF, and LC showed no significant difference in phosphate-binding capacity in the adjusted mixed effect model. However, patients in the FC group exhibited iron accumulation. Conclusion: Sucroferric oxyhydroxide possesses better phosphate-binding efficacies than ferric citrate and lanthanum carbonate. In addition, ferric citrate showed a strong iron-cumulative effect.
Background
High serum phosphate levels in hemodialysis patients are associated with higher mortality, necessitating the use of iron-based phosphate binders with hemodialysis. Ferric citrate (FC) exerts its phosphate-binding effect through ionic interactions and is removed from the body as FePiPO 4 . Sucroferric oxyhydroxide (SF) binds phosphate as a polymer and causes the excretion of the phosphate. Iron-based phosphate binders are expected to exhibit better phosphate-binding capacity compared to other molecules. In addition, iron is biocompatible and thus possesses high therapeutic potential. However, metals vary in their phosphate-binding capacities and extent of iron release. In this study, we investigated the phosphate-binding capacities and iron absorption effects of SF, FC, and lanthanum carbonate (LC).
Methods

Study subjects
We identified patients who used phosphate binders and visited the Zenjinkai group hospital thrice a week from December 2015 to April 2016. Patients with available electronic medical records were selected for the study. Subjects were categorized into FC, SF, and LC medication groups, which comprised 101, 82, and 126 cases, respectively. SF and FC were administered to circumvent the difficulty in maintaining serum phosphate (Pi) levels below 6.0 mg/dL or unfavorable drug compliance and occurrence of digestion-related symptoms. SF and FC were administered with the starting dose at the baseline week. LC was prescribed continuously and persistently; however, the dosage was increased or decreased to maintain serum Pi under 6.0 mg/dL.
Prescription dose
The Japan Ministry of Health, Labor, and Welfare and the Pharmaceuticals and Medical Devices Agency (PMDA) defined the starting doses of these drugs as SF 750 mg/day (three tablets), FC 1500 mg/day (six tablets), and LC 750 mg/day (three tablets). We prescribed each drug according to these guidelines, and the prescription doses were increased or decreased to regulate serum phosphate levels between 3.5 and 6.0 mg/dL, according to the guidelines of the Japanese Society for Dialysis Therapy and the Japanese Society of Nephrology [1] . The phosphate change rate was defined by the following formula: (Pi_week_n − Pi_week_0) × 100/Pi_week_0. The total prescription dose was defined as the total dose in milligrams during the 5-month observation period, during which each patient visited the hospital 22 times.
Collection of clinical data
For data collection, the STEPII® data system was used to identify patient laboratory data, drug usage, and demographic data. In addition to phosphate, we also analyzed the serum levels of hemoglobin (Hb), STAT (%), and ferritin, as well as the dose of erythropoiesis-stimulating agent (ESA), during each patient visit. The ESA dose for each visit was converted based on the epoetin beta pegol:darbepoetin:epoetin beta ratio of 1:1:200, which is generally used in clinical studies. This study was approved by the facility ethics committee.
Patient characteristics
Three hundred nine patients on maintenance hemodialysis regularly visited our group clinics. The FC, SF, and LC medication groups comprised 101, 82, and 126 cases, respectively ( Table 1) .
The mean age at the onset of the study was 62.9 years, mean body mass index was 23.2, hemodialysis (HD) vintage was 67.3 months, mean serum Hb was 10.9 g/dL, Pi was 6.1 mg/dL, and percentage of combined phosphate binders (sevelamer and calcium carbonate) was 43.4% (Table 1) .
Statistical analysis
We calculated the mean and standard deviation for each parameter and drug dosage and the least square mean for phosphate change rate. We used the least square mean in the phosphate change rate to adjust for the systematic error in the relatively small number of cases analyzed in this study. To evaluate the effect of phosphate binders on phosphate change rate, we fitted the data to the mixed effect model for adjusted repeated measured analysis. The dependent variable was the phosphate change rate, whereas the fixed effect was a combination of drug, age, gender, and phosphate binders. Patients constituted the random effect. The phosphate change rate was calculated and repeatedly measured in this 
Results
The total usage dose in the LC group was significantly higher than those in the SF and FC groups ( Table 2 ). The total phosphate change rates for FC, SF, and LC were 2.9, −10.8, and −3.2% (not adjusted), respectively. The time taken to reach serum ferritin levels ≥300 ng/ mL was significantly longer in the SF group. The total dose of the ESA was 387.5 IU, and the SF group significantly showed the lowest ESA value among the three medication groups ( Table 2) .
The least square means of phosphate change rate and the difference from the baseline of the three drugs are described in Table 3 . The total least square means of the phosphate change rates are also provided (see Table 3 ). Figure 1 shows that the mean serum phosphate level decreased, especially with SF and LC. Table 3 shows that in the SF group, the phosphate change rate significantly decreased after 11 weeks described by a decrease of the least square mean. However, the change was not significant except on week 12 for the FC group.
The mixed effect model analysis indicated that there were no significant differences in phosphate change rates in FC versus SF, SF versus LC, and FC versus LC.
Changes in serum phosphate levels in 5 months Figure 1 shows the mean phosphate level of each phosphate binder with standard error. Phosphate levels decreased in the FC group in the first 3 months but returned to initial levels in the latter half period. In the SF group, phosphate levels decreased significantly from the baseline in each week. In the LC group, phosphate levels were relatively low throughout the observation period. Table 3 provides the least square mean and standard error of the phosphate change rate for the three drugs. There was a reduction from the baseline after 12 weeks in the case of the FC treatment. In the SF group, weeks 6 and 7 increased but week 11 to last decreased significantly. In the LC group, the phosphate change rates decreased significantly across several weeks, but the change rates were relatively smaller than those of FC and SF. Figure 2 shows the relationship between the cumulative prescription dose of each phosphate binder and the phosphate change rates. The cumulative prescription dose was calculated at each visit by adding the prescription dose from the baseline to the observation visit and dividing by the starting dose of each phosphate binder. The phosphate change rate decreased when the values obtained after dividing the prescription dose by the starting dose increased. The phosphate change rate decreased rapidly, especially in the SF group.
Changes in serum Hb levels in 5 months Figure 3 presents the changes in mean serum Hb in 5 months for each prescription group. Hb levels increased in the FC and SF groups, but not in the LC group.
Changes in serum ferritin levels in 5 months Figure 4 presents the mean ferritin change in 5 months for each prescription group. FC and SF were administered in the low and moderate serum ferritin groups, respectively, after which the serum ferritin levels increased in both the groups. Ferritin levels did not increase in the LC group. Figure 5 presents the changes in transferrin saturation (TSAT) in 5 months for the three prescription groups. TSAT increased considerably in the FC group and negligibly in the SF group and remained unchanged in the LC group. Table 4 shows the effectiveness of FC versus SF, FC versus LC, and SF versus LC treatments. In the mixed effect model analysis, the phosphate-lowering effect adjusted to the fixed and random effects of the phosphate change rate were not significantly different within each group.
Changes in transferrin saturation in 5 months
Discussion
High serum phosphate levels are associated with higher mortality [2] . After adjustment with nutritional markers, hemodialysis patients with phosphate levels ≥5.6 mg/dL had a higher risk of mortality; this risk was reduced with the use of phosphate binders [2] . Based on data from a dialysis cohort, Cannata-Andia et al. [3] reported that the use of phosphate-binding agents was associated with lower mortality. A pronounced HR-lowering effect was observed by sevelamer plus lanthanum treatment compared to those of other drug combinations containing phosphate-binding agents. A meta-analysis indicated that the use of Ca-containing phosphate binders resulted in elevated risk of all-cause mortality and cardiovascular mortality [4, 5] . However, arterial media calcification was observed in patients undergoing hemodialysis who consumed Ca-containing phosphate binders [6] . Randomized controlled trials on sevelamer and lanthanum in Japanese patients indicated identical levels of phosphate-binding efficacy [7] . Isakova et al. also reported that treatment with phosphorus binders independently decreased mortality in patients [8] . Recently, three randomized controlled trials were performed using FC [9] [10] [11] on patients with chronic kidney disease [12] . Iida et al. reported that FC prevented vascular calcification in rats and demonstrated the dose-dependent efficacy of FC [13] . Rodby et al. reported that FC treatment reduced hospitalization costs by an estimated 3002 USD per patient per year [14] . Iron-based phosphate binders that are currently used include Velphoro, Ca-containing phosphate binders, Zerenex, FC, Alpharen Fermagate SBR-759, and PT20 [15] . In particular, PA21 was administered to patients undergoing hemodialysis in 2016. A phase III study was performed to compare PA21 with sevelamer [16] , and results showed that PA21 had a lower pill burden and better adherence.
We investigated two iron-based phosphate binders, namely FC and SF, and compared their effectiveness with lanthanum (LC), another metal (lanthanum)-based phosphate binder. However, FC and SF have different phosphate-binding mechanisms-FC acts via ionic binding, whereas SF causes polymer adsorption effects. Thus, FC and SF cannot be compared based on their iron content.
Analysis of the phosphate-binding efficiency using the difference of least square mean showed significantly lower values exclusively in week 12 for the FC group. Meanwhile, the SF group showed a significant lowering effect in the latter half of the observation period, whereas LC showed a relatively significant effect throughout the period (Table 4 , Fig. 1 ). We assumed that the reduction in effect of FC in the latter half of the observation period could be caused by unfavorable gastrointestinal symptoms and occurrence of colored feces. Secondly, elevated serum ferritin level (Fig. 4) and increased percentage of TSAT% (Fig. 5) might also reduce the dosage of FC. In contrast, SF showed a relatively weak iron-cumulative effect, especially indicated in TSAT% (Fig. 5) , which could result from a carryover of FC to SF in certain cases. In the SF group, serum Hb was maintained in the latter half of the observation period (Fig. 3) , ferritin was a.
b. c. (Fig. 4) , and TSAT was slightly increased in the observation period (Fig. 5) . The ferritin content of the FC group was ≤60 ng/mL at the baseline (Fig. 4) , and therefore, FC might be administrated in cases of iron deficiency anemia. Comparison of the first and last phosphate levels during estimation of the phosphate-binding effect of the three phosphate binders was insufficient because original phosphate levels were regained, which was further confounded with combined drug treatment and other demographic data. To partially avoid these confounders and estimate the repeated measured value, we fitted the date to the mixed effect model [17, 18] . Repeated measured serum phosphate levels were adjusted with combined phosphate binder, age, or gender. Patients were defined as the random effect in the multilevel structure of this mixed effect model. The result of the mixed effect model analysis indicated that SF had relatively strong phosphatebinding effect in these newly developed drugs, but there were no significant differences in the phosphate-binding effect among the three drugs, which might be reflected in the actual medical care response during dialysis therapy.
A limitation of this study is that except for LC, the prescription data of FC and SF were flawed. The LC group was prescribed consistently; however, certain patients in the SF group were prescribed FC before SF. Nevertheless, phosphate change rates and fluctuations and changes of other markers could be evaluated and compared.
Conclusion
Among the newly developed drugs, sucroferric oxyhydroxide exhibited a stronger phosphate-lowering effect than ferric citrate. In addition, ferric citrate showed a stronger iron-cumulative effect than sucroferric oxyhydroxide and thus required adjustment based on iron administration in these iron-based phosphate binders. Fixed effect was treatment (FC, SF, LC), combined phosphate binder, age or gender. Patients were defined as random effect
